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DETAILED ACTION 

Election/Restrictions 

1 . Applicants election with traverse of Group II, and compound 5-[(3- 
cyclopentylpropanoyl)(4-{[(4-phenoxybenzyl)amino]carbonyl}benzyl)amino]-2-hydroxybenz^ 
acid, in the reply filed on March 3, 2007 is acknowledged. The traversal is on the ground(s) that 
the search of all claims would not constitute a serious burden. Therefore, based on MPEP § 803, 
the restriction requirement was stated to be improper. This is not found persuasive for the 
following reason. 

The instant case is a national stage application submitted under 35 U.S.C. 371, therefore 
Unity of Invention practice in MPEP § 1850 and MPEP § 1893.03(d) was followed. It was 
shown in the restriction requirement mailed on March 1, 2007 that: (i) the inventions divided as 
Groups I, II, and III lack unity of invention as defined in PCT Rule 13.2 (see p.2) and; (ii) the 
Markush products of Formula I, within each of Groups I-III, did not fiilfiU the criteria of being of 
similar nature (MPEP § 1850.III.B) and thus lack the special technical feature as defined in PCT 
Rule 13.2 (see pgs. 2-3). For these reasons, the restriction requirement mailed on March 1, 2007 
is still deemed proper and is made FINAL. 

Applicant's elected compound, 5-[(3-cyclopentylpropanoyl)(4-{[(4- 
phenoxybenzyl)amino]carbonyl}benzyl)amino]-2-hydroxybenzoic acid, was found to be 
allowable. Thus, the search and examination was extended to the full scope of the subject matter 
in claims 10-17 and 19-21 (Group II). The non-elected inventions in Groups I and II were not 
rejoined per MPEP § 1893.03(d) because the fiill scope of the invention in Group II was not 
found to be allowable (see below sections 5 and 6) 
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2. Claims 1-4, 6-9, 18, 22-28 withdrawn from further consideration pursuant to 37 CFR 
1. 142(b), as being drawn to nonelected inventions. Applicant timely traversed the restriction 
(election) requirement in the reply filed on March 3, 2007. 

Priority 

3. Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which papers 
have been placed of record in the file. 

Information Disclosure Statement 

4. The information disclosure statement (IDS) submitted on April 19, 2006 was in 
compUance with the provisions of 37 CFR 1.97 and 37 CFR 1.98. Accordingly, the information 
disclosure statement was considered. A signed copy of form 1449 is enclosed herewith. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 



(Written Description) 
The analysis of whether the specification complies with the written description 
requirement calls for the comparison of the scope of the claim with the scope of the description 
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(Guidelines for Examination of Patent Applications Under 35 USC 1 12, ^1, "Written 
Description" Requirement, pg. 1 105 column 3). For a claimed genus, the requirement may be 
satisfied through sufficient description of a representative number of species by actual reduction 
to practice, reduction to structural or chemical formulas, or disclosure of functional 
characteristics coupled with known/disclosed correlation between function and structure 
(Guidelines for Examination of Patent Applications Under 35 USC 1 12, T|l, "Written 
Description" Requirement, pg. 1 106 column 3). 

5. Claims 10-14, 16, 17, 19-21 are rejected under 35 USC 1 12 1'^ paragraph as failing to 
comply with the written description requirement. 

/. Scope of Claims 
Scheme 1 




(la) (lb) (ic) 



Variables defined in claim 10 unless otherwise noted 
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Claims 10 and 17 

Compounds of Formula la, lb, Ic and pharmaceutical compositions thereof 
Claims 11 and 16 

Compounds of Formula lb, Ic and pharmaceutical compositions thereof 
Claim 12 

Compounds of Formula la, lb, Ic wherein Ri=R2=H 
Claim 13 

Compounds of Formula la, lb, Ic wherein Cy==phenyl, thiazolyl, phenyl- 
thiazolyl, and thiazolyl-phenyl 

Claim 14 

Compounds , of Formula la, lb, Ic wherein: (i) Cy=phenyl, thiazolyl, phenyl- 
thiazolyl, and thiazolyl-phenyl and (ii) R6=C8-i2 alkyl, C1-C4 alkyl phenyl 
optionally substituted by Ci-Cg alkyl and phenoxy 

Claim 19 

Compounds of Formula lb, Ic wherein Ri=R2=H . 
Claim 20 

Compounds of Formula lb, Ic wherein: (i) Ri=R2=H; (ii) Cy=phenyl, 
thiazolyl, phenyl-thiazolyl, and thiazolyl-phenyl 

Claim 21 

Compounds of Formula lb, Ic wherein: (i) Ri=R2=H; (ii) Cy=phenyl, thiazolyl, phenyl- 
thiazolyl, and thiazolyl-phenyl and (iii) R6=C8-i2 alkyl, C1-C4 alkyl phenyl optionally 
substituted by Ci-Cg alkyl and phenoxy 



//. Scope of Disclosure 

Reduction to Practice : a limited set of compounds representing following substituents: 

Ri= H 
R2= H 

R3= (i) alkyl optionally substituted with amino 

(ii) cyclopentyl/cyclohexyl/phenyl/pyridyl (attached directly or via 
alkylene/oxo), optionally substituted with cyano or fluoromethyl 

Cy= phenyl, thiazole-phenyl 

R6= phenyl (attached directly or via alkylene), phenyl-phenoxy, octyl 
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Reduction to Structural or Chemical Formulas : 

It is noted that the disclosure lists possible substituents for all the variables in 
Markush style. However, this type of disclosure is not viewed in the art to be a 
representation of any of the species it entails. A"laundry list" disclosure of every 
possible moiety does not constitute a written description of every species in a genus 
because it would not "reasonably lead" those skilled in the art to any particular species. 
. MPEP 2163.LA. and Fujikawa v. Wattanasin, 93 F.Sd 1559, 1571, 39 USPQ2d 1895, 
1905 (Fed. Cir. 1996). 

Thus, there is no disclosure by reduction to structural/chemical formulas of 
species in addition to those reduced to practice. 

Correlation between Structure and Function : 

No correlation between structure and function is provided in the disclosure. Thus, 
it is not known what specific structural elements, shared by the genus of compounds 
claimed, are essential for the activity of these compounds as FTP lb inhibitors. 

///. Analysis of Fulfillment of Written Description Requirement: 

The predictability in the art is very low. In a structure/activity study of 3,4- 

Dephostatin derivatives, which are a class of inhibitors of PTPIB, Watanabe et al. found 

that the mere methylation of a hydroxyl substituent to the core structure lead to 

compounds with 100-200 fold increase in IC50, dependent on the position of methylation 

(Watanabe et al., p. 744 Table 1). It was also found that the substitution of a 
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nitrosamine moiety (N-N=0 structure) by tetrazole (N-N=N structure) lead to complete 
loss of inhibiting power (Watanabe et al., p. 745, last paragraph). 

Based on the disclosure by Watanabe et al., one of ordinary skill would not expect 
to obtain similar activity/property from the structurally diverse compounds instantly 
claimed that are not exemplified in the disclosure. For example, compounds containing 
the following substituents (non-exhaustivelv) : 

R3= naphthyl, phenanthryl, furyl, triazyl, indolyl, piperidinyl, norbomyl 

(optionally substituted) 
Cy= norbomyl, piperidinyl, naphthyl-naphthyl, phenyl-indolyl 

(optionally substituted) 
R^= spiro compounds, norbomyl 

(optionally substituted) 

In conclusion: 

(i) Substantial structural variation exists in the genus/subgenus embraced by claims 10- 
14, 16, 17, 19-21 

(ii) Disclosure of species supporting genus/subgenus is limited to compounds reduced to 
practice; disclosure not commensurate in scope with genus/subgenus claimed 

(iii) Common structural attributes of the claimed genus, combined with a correlation 
between structure and function, is neither disclosed in the instant application nor 
commonly known in the art. 

Based on (i)-(iii), one of ordinary skill would reasonably derive that the inventor 
was, on the filing date, not in possession of the invention commensurate in scope with 
the claims. 
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(Enablement) 

6. Claims 10-16, 17, 19-21 are rejected under 35 USC 1 12 1'^ paragraph as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

The standard for determining whether the specification meets the enablement requirement 
was cast in the Supreme Court decision of Mineral Separation v. Hyde, 242 U.S. 261, 270 (1916) 
which postured the question: is the experimentation needed to practice the invention undue or 
unreasonable? That standard is still the one to be appUed. In re Wands, 858 F.2d 731, 737, 
8USPQ2S 1400, 1404 (Fed. Cir. 1988). MPEP 2164.01(a) states 'There are many factors to be 
considered when determining whether there is sufficient evidence to support a determination that 
a disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is undue". The factors are applied below to the instant claims. 

The breadth of the claims 

The claims are drawn to products of Formula I with the scope as defined in section 51, 
supra. 

The nature of the invention 

The genus of compounds are claimed to possess FTP IB inhibiting activity. 

The state of the prior art/level of ordinary skill/level of predictability 
The level of ordinary skill is high, but the level of predictability in tiie art is low, supra. 
There is no art known correlation between structure/function for this class of compounds. 
Absent guidance, one of ordinary skill would not know whether the compounds 
embraced by the claimed genus would possess FTP IB inhibiting activity. 

The amount of direction provided by the inventor/existence of workin2 examples 
Example 1 : tested and shown to possess PTPIB inhibiting activity 
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Examples 2-53: it is unclear from the disclosure whether these compounds were tested 
for PTPIB inhibiting activity. Applicant is invited to submit an affidavit clarifying 
whether these compounds were tested and whether they possess PTPIB inhibiting 
activity. 

The quantity of experimentation needed to make or use the invention 
It is not known what compounds of the broad genus claimed, other than compound of 
Example 1, possess activity as inhibitors of PTPIB. The skilled artisan would be subject 
to undue experimentation to test the compounds for this activity before being able to 
practice the invention commensurate in scope with the breadth of the claims. 



Allowable Subject Matter 

7. Claim 15 is allowable over the prior art for the following reasons. The closest prior art 
are the compounds shown in Scheme 2. Compounds (A) and (B) are taught by Swinnen et al. to 
be PTPIB inhibitors. The instant claims are structurally distinct from compounds A and B, 
respectively, due to the presence of an extra hydroxyl or carboxyl moiety to the phenyl ring. In 
view of the unpredictability in the art between structure and fiinction, these modifications would 
not be obvious to one of ordinary skill. 

Compound C is taught by Choong et al. to be a caspase-3 inhibitor. This compound fails 
to meet the structural limitation for compounds of formula la because of the presence of an ethyl 
moiety for variable (Ce-Cis alkyl claimed instantly for R^). 

Claim 15 would be allowable if the rejection(s) under 35 U.S.C. 1 12 1^* paragraph is 
overcome. 
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Scheme 2 




Conclusions 



8. No claims are allowed. 

9. Any inquiry concerning this communication should be directed to Sun Jae Y. Loewe 
whose telephone number is 571-272-9074. The examiner can nomially be reached on Monday 
through Friday from 7:30 am to 5:00 pm. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Cecilia Tsang (571) 272-0562, can be reached. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) a\866-2 17-9 197 (toll-free). 



Sun Jae Y. Loewe, Ph.D. 
Patent Examiner 
Art Unit 1609, Group 1609 
Technology Center 1600 




